) was rinsed with sterile seawater, macerated using a sterile pestle in a micro-centrifuge tube, and dilutions were made in sterile seawater, with vortexing between steps to separate bacteria from heavier tissues.
Dilutions were separately plated on three distinct media: R2A 1 , ISP2 (see recipe in Table S2 in supporting information) supplemented with artificial sea water 2 and M4. 3 Media were supplemented with 50 μg/mL cycloheximide and 25 μg/mL nalidixic acid. Plates were incubated at 30 °C for at least 28 days.
Fermentation of Micromonosporaceae and Nocardia Strains for LC/MS Profiling. Seed
cultures (10 mL) were grown in 25 × 150 mm culture tubes in ASW-A media (see recipe in Table S2 in supporting information) for seven days at 200 RPM at 28 °C. Erlenmeyer flasks (125 mL) containing 25 mL of ASW-A were inoculated with 2 mL of seed culture and shaken at 200 RPM at 28 °C for seven days.
Agar-based Media of Streptomyces for LC/MS Profiling. Each strain was inoculated onto ISP2 media (see recipe in Table S2 in supporting information) supplemented with artificial sea water in Petri dishes and incubated at 30 °C for 10 days or until sporulation was observed.
16S Ribosomal DNA Sequencing. Genomic DNA was extracted using the UltraClean Microbial DNA Isolation kit (Mo Bio Laboratories, Inc.). 16S rDNA genes were amplified using 100-200 ng genomic DNA template with the primers 8-27F (5' to 3' GAGTTTGATCCTGGCTCAG) and 1492R (5' to 3' GGTTACCTTGTTACGACTT). The following PCR conditions were used: 94 °C for 5 min, followed by 30 cycles of 94 °C for 30 s, 55 °C for 1 min, 72 °C for 1.5 min, with a S4 final step of 72 °C for 5 min. The PCR bands were excised from the gel and purified using the QIAquick Gel Extraction kit (QIAGEN). One μL purified product was sequenced. Sequencing reactions were performed by the Biotechnology Center at University of Wisconsin-Madison and reactions were sequenced with an ABI 3730xl DNA Analyzer. The phylogenetic tree was constructed using Tree Builder at the Ribosomal Database Project site (http://rdp.cme.msu.edu/) using the default settings.
UHPLC/HRMS Analysis. If an isolation mass does not correspond to the criteria shown in the list, the parameters are determined by interpolating the adjacent peaks. For example, the isolation width for a singly charged m/z 750 would be 9.
Supplementary
Data Processing and PCA. Molecular formulas were predicted using Bruker SmartFormula™ algorithm under these parameters: ratio of elment H/C: 0~3; rings plus double bonds: -0.5~40; the nitrogen rule and ions of even electron configuration needed to be fulfilled. PCA was performed using Bruker ProfileAnalysis 2.0 software. Finding molecular features was applied to LC/MS data under these parameters: S/N threshold: 5; correlation coefficient threshold: 0.7; minimum compound length: 10 spectra; smoothing width: 1. MS peak finder used the following Heat Map Generation. The heatmap was constructed in R v1.14.1 using the "heatmap.2" function in the gplots package v2.7.4, according to its default parameters, and RColorBrewer v1.0. All values were log transformed prior to plotting.
Finding Unique Natural Products by Dynamically Linked PCA Scores Plot and Loadings
Plot. The PC planes were adjusted using the PC selection tool in the work panel of Profile
Analysis. The distribution of a compound in each strain was visualized in a corresponding bucket statistic plot.
Scale-up Fermentation, Extraction and Purification of Natural Products.
Strains of interest (Which strains were selected; did you have starter cultures?) were cultured in Intens. n/a n/a 2.06 s 11.1 2.03 s 11.5 10-Me 2.11 10.9 n/a n/a n/a n/a a in CD 3 OD. b in acetone-d 6 . 
